REMARKS 

Claim 4 has been objected to based on a minor typographical error. The claim has been 
amended accordingly. Withdrawal of the objection is respectfully requested. 

Claims 1-12 stand rejected under 35 U.S.C. §112, second paragraph, as failing to 
particularly point out and distinctly claim the subject matter. Specifically, the rejection states 
that the recitation of a polynucleotide encoding amino acids from about 1 to about 529, or an 
isolated nucleic acid from about 2 to about 2468 is indefinite. 

In the interest of advancing prosecution Claims 1, 2, 4 and 6 have been amended and 
Claims 3 and 5 have been cancelled without prejudice or disclaimer and without acquiescing to 
the rejections. The claims have been amended to explicitly recite particular sequences or 
structures having clearly defined relationships to them. The Sequence Listing of the Applicants' 
specification discloses the particular polynucleotide recited in the claims. Based on this 
disclosure, one skilled in the art can immediately apprehend those sequences that are the 
complement of or 90% identical thereto. In view of this sequence data, the metes and bounds of 
the rejected claims can be readily determined. 

Based on the forgoing, the Applicants respectfully submit that the amended claims are 
definite. Accordingly, withdrawal of the rejection of Claims 1-12 under 35 U.S.C. §112, second 
paragraph is respectfully requested. 

Claims 1, 6, 8-12, 23 and 24 stand rejected under 35 U.S.C. §112, first paragraph, as 
failing to comply with the written description requirement. Specifically, the rejection asserts that 
the specification fails to teach a representative number of species of the genus of polynucleotides 
encompassed by the claims so as to adequately suggest that the inventors were in full possession 
of the claimed invention at the time of filing. 
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The Applicants respectfully submit that one skilled in the art would appreciate that the 
Applicants were in full possession of the claimed subject matter at the time of filing. SEQ ID 
NO:2 explicitly sets forth the complete amino acid sequence encoded by the polynucleotide of 
element (a) in Claim 1. Further, at paragraph [0043], the specification clearly states that the 
polynucleotide can be the complement of or at least 90% identical to SEQ ID NO:2. 

The Applicants further respectfully assert that the specification clearly identifies a 
polynucleotide that encodes SEQ ID NO:2 as the BRCC-3 gene. Thus, a claim reciting "BRCC- 
3" is fully supported by the written description. However, the Applicants have amended Claim 
23 to recite antisense oligonucleotides to the BRCC-3 gene, which encodes the amino acid 
sequence contained in SEQ ID NO:2. 

In light of the Sequence Listing and the written description provided in the specification, 
one skilled in the art would understand that the Applicants were in full possession of the claimed 
invention at the time of filing. Thus, withdrawal of the rejection of the claims under 35 U.S.C. 
§112, first paragraph, is respectfully requested. 

Claims 1-7 stand rejected under 35 U.S.C. § 102(a) as anticipated by Acc. No. AF303178, 
which discloses the polynucleotide encoding SEQ ID NO: 2 and polynucleotide subsequences 
thereof. 

The Applicants respectfully submit that the submission and sequence information 
described in Acc. No. AF303178 is not prior art. The sequence information was submitted to 
GenBank on September 5, 2000 in confidence, and was not released into the public domain until 
after the Applicants' priority date of April 06, 2001. The attached e-mail correspondence 
between GenBank and the first named inventor verifies that Acc. No. AF303178 was not 
released until after the effective filing date of the application. 
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In accordance with MPEP §2128, a publication is available as prior art only upon a 
sufficient showing that such document has been disseminated or otherwise made available to the 
extent that interested persons can exercise reasonable diligence to locate it. In an analogous 
case, it was held that a printed mailing prepared prior to an application's filing date did not 
constitute prior art because it was not mailed until after the filing date and there was no evidence 
that any addressees had received the publication earlier than the postmark date. Carella v. 
Starlight Archery, 804 F2d 135, 231 USPQ 644 (Fed. Cir. 1986). 

As the sequence submission was unavailable until after the April 2001 filing of the 
underlying provisional application, Acc. No. AF303178 does not constitute prior art under 35 
U.S.C. § 102(a). Accordingly, the Applicants respectfully request withdrawal of the rejection of 
Claims 1-7 in view of this submission. 

Claims 1, 3-7 and 23 stand rejected under 35 U.S.C. 102(a) as being allegedly anticipated 
by Ota. The rejection states that Acc. No. AX878198 (SEQ ID NO: 13103) of Ota. teaches a 
polynucleotide encoding amino acids 2-259 of SEQ ID NO:2, polynucleotide subsequences 
thereof, and antisense oligonucleotides thereof. 

The sequence identified as Acc. No. AX878198 is a truncated sequence which is missing 
the last 61 amino acids of the BRCC3 gene of SEQ ID NO:2. Consequently, the sequence of 
Acc. No. AX878198 does not disclose the entire polynucleotide sequence encoding the amino 
acid sequence contained in SEQ ID NO: 2. Furthermore, the described sequence is sufficiently 
truncated that the sequence of Acc. No. AX878198 does not disclose a polynucleotide that is 
90% identical to the presently claimed molecule. Claims 1, 3-7 and 23 are thus not anticipated 
by Ota and withdrawal of the rejection under 35 U.S.C. 102(a) is respectfully requested. 

Claims 1-7 stand rejected under 35 U.S.C. 102(b) as being anticipated by Williams. 
Specifically, the rejection states that Acc. No. AAA00789 of Williams teaches polynucleotides 
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comprising between 2-2468 contiguous nucleotides of SEQ ID NO: 1, or encoding from about 1 
to about 529 amino acids of SEQ ID NO:2. 

The Applicants respectfully submit that the sequence identified by Acc. No. AAA00789 
in the alignment data provided by the Examiner is a truncated form of the gene, including only 
285 nucleotides encoding 95 amino acids. Consequently, Williams does not disclose a 
polynucleotide sequence encoding the amino acid sequence contained in SEQ ID NO: 2, a 
complement thereof, or a polynucleotide that is 90% identical to the molecule recited in Claims 
1-7. Accordingly, the Applicants respectfully request withdrawal of the rejection under 35 
U.S.C. 102(b). 

Claim 23 stands rejected under 35 U.S.C. 102(a)/l 03(a) as allegedly anticipated by or 
obvious over Schlegel. The rejection asserts that Schlegel teaches an antisense oligonucleotide, 
specifically Acc. No AAH66886, that targets SEQ ID NO.l. The rejection further asserts that 
the Applicants have the burden of establishing whether the polynucleotide identified by Acc. No 
AAH66886 has the function of inhibiting gene expression. 

The Applicants respectfully submit that Schlegel does not disclose a molecule that one 
skilled in the art would reasonably expect to function as an antisense to the BRCC-3 gene of 
SEQ ID NO:2. Indeed, the text of Schlegel makes no mention of the BRCC-3 gene or antisense 
oligonucleotide that may target this gene. 

One skilled in the art would have no reasonable expectation that the nucleotide sequence 
provided as Acc. No AAH66886 in the alignment will function as antisense to the BRCC-3 gene 
that encodes the amino acid sequence of SEQ ID NO:2. Due to the fact that the genetic code is 
degenerate, one of ordinary skill can not reasonably predict the exact nucleotide sequence that 
encodes a particular amino acid sequence. Therefore, the Applicants respectfully submit that 
Claim 23 is non-obvious in view of Schlegel because it is impossible to predict with any degree 
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of certainty that the nucleotide sequence disclosed therein would act as a functional antisense to 
the gene that encodes the amino acid of SEQ ID NO:2. 

Furthermore, it is highly unlikely that the sequence provided as Acc. No AAH66886 in 
the alignment will function as antisense to the BRCC-3 gene. Antisense oligonucleotides 
correspond to the sequence of the coding strand from 5' to 3' and compliment the transcribed 
mRNA. However, the sequence disclosed in Schlegal appears to be provided in 3' to 5' order, 
based on the numbers indicating the position of the nucleotides on the AAH66886 sequence in 
the alignment (i.e. 124 to 14, rather than 14 to 124). Therefore, Claim 23 is neither anticipated 
by nor obvious in view of the disclosure of Schlegel because one skilled in the art would not 
reasonably expect that oligonucleotide with an inverted directional orientation would hybridize 
to the target correctly and result in a functional antisense molecule. 

Furthermore, prior to the Applicants' submission of the BRCC-3 gene data to the 
GenBank database, the sequence and role of the full-length gene was not yet known. Indeed, the 
only available sequence data prior to this application comprises a truncated sequence, which is 
identified as "unnamed DNA." In light of the lack of knowledge of the sequence and function of 
the full-length gene, one skilled in the art would not be motivated to attempt to engineer an 
antisense oligonucleotide to the BRCC-3 gene from the sequence provided in Schlegel et al. 
Thus, an antisense oligonucleotide to the BRCC-3 gene is non-obvious. 

Based on the foregoing, Claim 23 can neither be anticipated in view of this non-enabling 
document nor made obvious without sufficient motivation. The Applicants respectfully request 
withdrawal of the rejection. 

Claims 1-12 and 24 stand rejected under 35 U.S.C. 103(a) as obvious over Gokhale in 
view of Huang. Huang does not teach the BRCC-3 polynucleotide or amino acid sequence. The 
rejection relies upon Huang as teaching routine procedures, such as the insertion of a 
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polynucleotide into vector, transformation or transfection of a recombinant host cell, antisense 
for inhibiting expression of a target gene, and liposomal formulations for delivery of nucleic 
acids into a host cell. The rejection asserts that, in view of the teachings of Huang, the disclosure 
of the polynucleotide of SEQ ID NO: 1 by Gokhale renders the Claims 1-12 and 24 obvious. 

As discussed above, Gokhale was not publicly available until after the parent application 
of this application case was filed. Thus, Gokhale does not constitute prior art. Furthermore, 
polynucleotide sequences can not be predicted or known prior to isolation and sequencing. 
Therefore, without full disclosure of the sequence data, one skilled in the art could neither make 
or use the polynucleotides according to the teachings of generic experimental procedures in 
Huang. Accordingly, the claims, which recite a specific polynucleotide sequence, can not be 
obvious in view of Huang. Applicants respectfully request withdrawal of the rejection. 

In light of the foregoing, the Applicants respectfully submit that the entire Application is 
now in condition for allowance, which is respectfully requested. 



Respectfully submitted, 




T. Daniel Christenbury 
Reg. No. 31,750 
Attorney for Applicants 



TDC/LL/as 
(215) 656-3381 
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From: 

Sent: 

To: 

Subject: 



Gutjahr, Chai Leng 



gb-admin@ncbi.nlm.nih.gov I ccp 

Monday, July 02, 2001 4:23 PM W 
kasidu@gunet.georgetown.edu 

[NCBLREF 877226] GenBank AF303178,AF303mi*jgw 




Dear GenBank Submitter: 

Thank you for your submission. 

Based on the data submitted to us, the scheduled release date 
for your submission is: 

Oct 1 2001 

However, if the accession number is published prior to that 
date, the sequence will be released upon publication. 

Note that the entire sequence will be released when the 
article citing this accession number is published. If this 
is not what you intended, please notify us immediately 
so that we can discuss your submission in more detail. 

If this date is not correct, please get in touch with us as soon as 
possible (gb-admin@ncbi.nlm.nih.gov, telephone at (301) 496-2475, or 
fax at (301) 480-2918) , otherwise this submission will be released 
on the date indicated above. The data would then be available over 
the network data servers which provide daily updates of GenBank data. 
The data are simultaneously made available to EMBL in Europe and the 
DNA Data Bank of Japan. 

Minor changes may have been made in your original submission in order to 
conform to database annotation conventions. You can greatly assist us in 
presenting your data in as accurate a manner as possible by paying specific 
attention to the following in your review: 



Spelling (particularly author names) 
Citation data (author order, page span, etc.) 
Nomenclature ('official' gene names, product labels, etc.) 
Taxonomic and source data 

Feature spans and descriptions (particularly non-coding regions) 



Whenever you have additional information about your sequence or if you 
wish to make revisions, please inform us. Revisions to your data may per 
to the bibliography (e.g., conversion from unpublished to published), the 
biological data (e.g., new features), or to the sequence data themselves. 
Please use the following e-mail address: 



An accession number has been assigned to each sequence and was provided 
to you at the time receipt of your submission was acknowledged. We strongly 
recommend that this number appear in any publication which reports or 
discusses these data, as it gives the community a convenient label with 
which they may retrieve your data from our on-line servers. 

Thank you once again for your submission. 

Respectfully, 

Leigh A. Riley, Ph.D. 

GenBank Direct Submission Staff 

gb-admin@ncbi .nlm.nih.gov 
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GenBank flat file: 



LOCUS AF303178 2468 bp mRNA PRI 01-OCT-2001 

DEFINITION Homo sapiens BRCC3 mRNA, complete cds . 
ACCESSION AF303178 
KEYWORDS 

SOURCE human . 

ORGANISM Homo sapiens 

Eukaryota; Metazoa; Chordata; Craniata; Vertebrata; Euteleostomi ; 
Mammalia; Eutheria; Primates; Catarrhini; Hominidae; Homo. 
REFERENCE 1 (bases 1 to 2468) 

AUTHORS Gokhale, P.C. , Kumar, D., Monia,B.P., Rahman, A. , Dritschilo, A. and 
Kasid,U. 

TITLE Novel Transcript in Human Breast Cancer Cells 

JOURNAL Unpub 1 i shed 
REFERENCE 2 (bases 1 to 2468) 

AUTHORS Gokhale, P.C. , Rahman,A., Dritschilo, A. andKasid,U. 
TITLE Direct Submission 

JOURNAL Submitted ( 05-SEP-2000) Radiation Medicine, Georgetown University, 
3970 Reservoir Rd, NW, Washington, DC 20007,. USA 
FEATURES Location/Qualifiers 
source 1 . .2468 

/organism="Homo sapiens" 
/db_xref="taxon: 96 06" 
/chromosome^ " 5 " 
/tissue_type= "breast cancer" 
CDS 42 . . 1631 

/codon_start=l 
/product="BRCC3" 

/ trans lation= "MEHRIVGPGPYRATRLWNETVELFRAKMPLRKHRCRFKSYEHCF 
TAAEAVDWLHELLRCSQNFGPEVTRKQTVQLLKKFLKNHVIEDIKGKWGEEDFEDNRH 
LYRFPPSSPLKPYPKKPPNQKDVIKFPEWNDLPPGTSQENIPVRPWMNSEMWYKRHS 
IAIGEVPACRLVHRRQLTEANVEEIWKSMTLSYLQKILGLDSLEEVLDVKLVNSKFII 
HNVYSVSKQGWILDDKSKELPHWVLSAMKCLANWPNCSDLKQPMYLGFEKDVCKTIA 
DYYGHLKEPLLTFHLFDAFVSVLGLLQKEKVAVEAFQICCLLLPPENRRKLQLLMRMM 
ARICLNKEMPPLCDGFGTRTLMVQTFSRCILCSKDEVDLDELLAAKLVTFLMDNYQEI 
LKVPLALQTSIEERVAHLRRVQIKYPGADMDITLSAPSFCRQISPEEFEYQRSYGSQE 
PLAALLEEVITDAKLSNKEKKKKLKQFQKSYPEVYQERFPTPESAALLFPEKPKPKPQ 
LLMWALKKPFQPFQRTRSFRM " 

BASE COUNT 749 a 444 c 520 g 755 t 

ORIGIN 

1 atcagcgctg gcgcggctgc ggccgctgct gcctacgcgc catggagcat cgcatcgtgg 
61 ggcccgggcc gtaccgagct accaggctgt ggaatgagac cgtggagctt tttcgtgcta 
121 agatgccgtt acggaaacat cgctgtcgtt tcaagagcta tgagcattgt ttcacagcgg 
181 ccgaagctgt ggattggctg catgagctgc tgaggtgcag tcaaaacttc ggccctgaag 
241 tgacccgcaa acaaacggtc cagctgctaa aaaaattcct gaagaatcac gttattgaag 
3 01 acatcaaggg aaaatggggt gaggaagatt ttgaagacaa tcgtcactta tacagatttc 
361 ctccttcttc acccctgaaa ccatatccaa agaagccccc aaaccaaaag gatgttatta 
421 aatttccaga atggaatgat ctcccaccag gcacttcaca agagaacatc ccagtgaggc 
481 cagttgtgat gaattctgag atgtggtaca agcgtcacag tattgcaatt ggagaggtgc 
541 cagcttgccg tcttgtccac cgcagacagc tgacagaggc caatgtagaa gagatatgga 
601 agtctatgac attatcatac ttacagaaaa ttcttggcct ggattcctta gaagaagttt 
661 tagacgtcaa acttgtcaat tcgaagttca tcatccataa tgtatatagt gttagcaagc 
721 agggagttgt tattcttgat gacaagtcaa aagaacttcc tcattgggtg ctgtcagcta 
781 tgaagtgttt ggcaaattgg cccaactgtt ctgatttgaa gcagcctatg tacttgggat 
841 ttgaaaaaga tgtctgtaaa accatagctg attactatgg tcacttgaaa gagcctctac 
901 ttacatttca tctttttgat gcttttgtca gtgtactggg tttgttacag aaggagaaag 
961 tggcagttga agcatttcag atttgctgcc ttctcctacc tcctgaaaat aggagaaagt 
1021 tacagctatt gatgaggatg atggcaagga tttgpttaaa caaagagatg ccacccctgt 
1081 gtgatggctt tggtacccga . acactgatgg ttcagacatt ttcccgttgc atcttgtgtt 
1141 ccaaggatga agtggacttg gatgagttat tagctgctaa attggtaacg tttctgatgg 
1201 acaattacca ggaaattctg aaagtccctt tggccttgca gacctctata gaggagcgtg 
1261 tggctcatct acgaagagtc cagataaaat acccaggagc tgatatggat atcactttat 
1321 ctgctccatc attttgccgt caaattagtc cagaggaatt tgaatatcaa agatcatatg 
1381 gctctcagga acctctggca gccttgttgg aggaagtcat aacagatgcc aaactctcca 
1441 ac'aaagagaa aaagaagaaa ctgaagcagt ttcagaaatc ctatcctgaa gtctatcaag 
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1501 aacgatttcc tacaccagaa agtgcagcac ttctgtttcc tgaaaaaccc aaaccgaaac 
1561 cacagctgct aatgtgggca ctaaagaagc ctttccaacc atttcaaaga actagaagtt 
1621 ttcgaatgta ataatacttc cacagcaaca ggtgctagag accactgttg ttgttttgag 
1681 tgaatggtgg ttaggagaaa gactttggtg gtggaagaaa gaaaagcata aaacaaagac 
1741 tactgaaata tagataaaga ttgccttagt ttttaaaaat gtttggccat tagtattttt 
1801 ataaaactca atgctagttt taagtgtata aattggttaa aatttatgag tcaaatatat 
1861 agtgataatg ttaacatgtt tgtaattgct acagaattta agggtatttt tatctctgtg 
1921 ctttcttttt catggtgttt attaaataat tgtgtatata catcctagct actgatatct 
1981 ttattatagc cttaagactt aattttaagt cttaaaaata gcgtgtatac ttgaataaga 
2041 aagacactgg gtactgttac tgtgatgcta ttgacttagt agccaattat catttctcct 
2101 gtataaattc cagtttttat tgctgcacat aaatttttta atgtcttata ttgtgatagc 
2161 tatgtctttt attgcagatt tattggatgt tatgacagat tttactaaag ctagtgtttt 
2221 tataacata't atattagttg atgtttacct ataagtggag tagattttca tctgcctgca 
2281 atggtataat ttcagtctta gctaaaaatg gaaagttgaa ctggataaat tctttgggta 
2341 cccttagacc tctgattcta agtcaaatgc aaatgggtta aataaaatga gactacttcc 
2401 tttataaata tattttcatc cttttgaaag taagtgaaat gtaaataaac ttattttttt 
2461 taaaaatg 



II 
LOCUS 

DEFINITION 
ACCESSION 
KEYWORDS 
SOURCE 

ORGANISM 



REFERENCE 
AUTHORS 

TITLE 
JOURNAL 
REFERENCE 
AUTHORS 
TITLE 
JOURNAL 

FEATURES 

source 



AF303179 862 bp mRNA 

Homo sapiens BRCC2 mRNA, complete cds . 

AF303179 



PRI 



01-OCT-2001 



Chordata; Craniata; Vertebrata; Euteleostomi ; 
Primates; Catarrhini ; Hominidae; Homo. 



Monia,B.P., Rahman, A. , Dritschilo , A. and 



CDS 



BASE COUNT 
ORIGIN 

1 



human . 

Homo sapiens 
Eukaryota ; Metazoa ; 
Mammalia ; Eutheria ; 

1 (bases 1 to 862) 
Gokhale , P . C . , Kumar , D . 
Kasid,U. 

Novel Transcript in Human Breast Cancer Cells 
Unpublished 

2 (bases 1 to 862) 

Gokhale, P. C. , Rahman, A. , Dritschilo , A . and Kasid,U. 
Direct Submission 

Submitted (05-SEP-2000) Radiation Medicine, Georgetown University, 
3970 Reservoir Rd, NW, Washington, DC 20007, USA 

Location/Qualifiers 

1. .862 

/organism= M Homo sapiens" 

/db_xref ="taxon: 9606" 

/ chromosome= "11" 

/tissue_type= "breast cancer" 

294 . . 620 

/codon_start=l 

/product="BRCC2" 

/ translation= "MVTLLPIEGQEVHFFEILESECVLYTGWIERASGSSIYPEAKAR 
LPLEALLGSNKEPMLPKETVLSLKRYNLGSSAMKRNVPGHVLQRPSYLTRIQVTLLCN 
SSAEAL" 

272 a 163 c 185 g 242 t 



// 



atgatgttgt gtttggagaa aagagagaag agaattgaat aagtacatga ccccttggaa 

61 gctgttttca gttgaggatt ttggtgagta gccacttgaa atcaagggaa attccatgaa 

121 tagcaggagc tgggaagaaa ggaagaggag gaaggatccc accacttttt tcttcccatc 

181 taacaccgtg cttatgcaaa gcatagtcca tatgagatct gccttataaa aacttgctga 

241 ataaagcgaa tggaagttaa attttggact ttcttccata atagcttcaa attatggtga 

301 ctttgttgcc tatagagggc caggaagtac atttctttga gatcctagaa tctgagtgtg 

361 tgctctacac aggatggata gagcgagcct ctggcagttc catttatcca gaggcaaaag 

421 cacgcctgcc actggaggcg ctcttgggtt ccaacaaaga acctatgttg cctaaggaaa 

481 cagtgctttc tcttaaaagg tacaatcttg gctcctctgc catgaagcgg aatgttcctg 

541 gacatgtgct tcagagacct tcctatttaa ccaggataca agttacattg ttatgcaatt 

601 cctctgctga ggccctgtaa aaggagtgag ttaggacaga tgcagcaaga tattaggaca 

661 gatttcgccc attattcagg ctgcacaaca cagaaggaaa cttgatttca ataagaccca 

721 attcttaaca gtcttttcta cccactttta cccataactt ttccaaattt ggttcaaatt 

781 gtgcagagaa acaataaaat ttttaaaaag gataaactgg ctagttaaaa gtaaatggca 

841 tttaattaaa acaaatcttg ca 
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